A G-to-A transition at codon 158 of the catechol Omethyltransferase (COMT) gene, resulting in a valine (Val)-to-methionine (Met) substitution yielding different Val 158 Met genotypes, has been associated with differential COMT activity. The enzymatic activity of the Val allele is three to four times higher than that of the Met allele, and this high level of activity is hypothesized to result in poorer performance of frontally mediated cognitive tasks because of lower dopamine levels (1) .
Findings relating the COMT genotype with measures of cognition have been inconsistent, however (e.g., references [1] [2] [3] [4] . In the largest study to date involving a representative sample of 543 young men, no effect of COMT genotype was found on either working memory or attention (5) .
Inconsistencies in the findings relating COMT genotype to cognition may be caused by the failure to distinguish between cognitive tasks that differentially depend on tonic and phasic dopamine signaling. The low-activity Met allele may be expected to be of benefit in tasks of cognitive stability requiring tonic dopamine activation but have negative effects on tasks of cognitive flexibility requiring phasic activation (6) .
In the current study, we conducted further analyses in a representative general population sample of 543 young men to test for an association between COMT genotype and a cognitive measure more specific for cognitive stability: reaction time variability. Intraindividual variability in cognitive tasks is a measure of "noise" and as such constitutes an important source of information (7) . Reaction time variability is considered a measure of dispersion and efficiency of processing information (7), which recently has been hypothesized to be a fundamental mechanism underlying frontal lobe deficits in schizophrenia (8) . We used a measure of reaction time variability derived from the Continuous Performance Test, Identical Pairs Version (9) , to test the hypothesis that Met carriers, whose synaptic dopamine degrades less rapidly, would have reduced levels of cortical noise.
Method
The Athens Study of Psychosis Proneness and Incidence of Schizophrenia (5, 10) examined 2,243 randomly selected new male Air Force conscripts who were 18-24 years old. The study was approved by the Ethics Committee of the University Mental Health Research Institute, and all subjects provided written informed consent. Six hundred three conscripts were randomly selected for COMT genotyping; results for 543 of these subjects were valid.
The Continuous Performance Test, Identical Pairs Version, requires a subject to respond whenever two identical stimuli (4-digit numbers) appear in a row (target) within a sequence of 300 rapidly flashed trials presented in a 5-minute trial. There are 60 such target pairs in every test condition and an equal number of false alarm trials, in which two successive stimuli are very similar but not identical. A sensitivity index d′ is computed on the basis of the ability to discriminate between target and false alarm. Mean response latencies to target and false alarm are computed, as well as the standard deviation of response latency to target. This latter measure of intraindividual variability of response latencies to target, derived from the Continuous Performance Test, Identical Pairs Version, provides the main index of reaction time variability for this study (5) .
DNA was extracted from mouthwash samples as described previously (5). Genotyping was performed by polymerase chain reaction amplification, digestion with the restriction enzyme NlaIII, and 3% agarose electrophoresis, as described elsewhere (5).
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Results
The mean age of the 543 subjects was 21.0 years (SD=1.9), their mean number of years of schooling was 13.0 years (SD=2.0), and their mean Raven IQ was 46.6 (SD=7.7). Alleles of Val and Met were present at overall frequencies of 56.4% and 43.6%, respectively. The three genotype frequencies were 20.6% for Met/Met (N=112), 46% for Met/Val (N= 250), and 33% for Val/Val (N=181), not deviant from that expected for genotypes in Hardy-Weinberg equilibrium.
No large or significant differences were observed between Val allelic loading and age, years of schooling, Raven IQ, and other confounding factors derived from the Continuous Performance Test.
Of the 543 individuals, 527 had valid values for reaction time variability (mean=112.5, SD=22.8, median=111.1), which was normally distributed. Greater level of reaction time variability was weakly correlated with greater response latency (r=0.19, N=527, p<0.001) and moderately correlated with decreased Continuous Performance Test sensitivity index d′ (ability to discriminate between targets and false alarms, r=-0.39, N=527, p<0.001). Val loading was associated with reaction time variability (B=0.16, χ 2 = 6.7, df=1, p<0.01) in a dose-response fashion, and this was independent of confounding factors (Table 1) .
Discussion
Cognitive tests used in previous studies of cognition and COMT genotype require both cognitive flexibility and cognitive stability, which, in association studies with the COMT genotype, may cancel each other out statistically given their hypothesized directionally inverse dependence on phasic and tonic dopamine (6) . The same applies to the Continuous Performance Test, Identical Pairs Version, which requires both maintenance (stability) and updating (flexibility) of memory representations. The positive association between Val loading and reaction time variability may be explained by the fact that Met genotype loading confers enhanced "tuning" or greater stability in performance, possibly by stabilizing active neural representations in the prefrontal cortex during tasks involving working memory. 
